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BIOLOGICALLY ACTIVE CCMPCSI7ICN 



TECHNICAL FIELD 

The present invent icr. relates tc the field cf b i c ' c - 
gicaliy active compositions and, in part i cuiar , tc a bic- 
5 logically active stiefc composition. Preferably the ir.ven- 
ticn relates to pharmaceutical compositions but, ether 
applications outside the medical field are possible wit- 
hin the scope cf the invention. 

The ir mention also relates tc the use cf such ccr.ee- 
10 sitions as iredicar.er.ts and for the manufacture cf stick 

medicaments for treating aerr.ai cenditiers, as veil is tc 
a process for the preparation cf such ccr.pcsiticr.s . 

One of the rrc biers ;ss eclated with tiric-3. ~ c " . ~ - : 1 
15 treatment with hi^h r*: :•::..:•/ drug? is in tr.e ^ppl i e-:t : : :. 



skin, the in ri donee : f •;■>;- ralv^;:r.-:l : r -vitr-Tr.t ;-:r, : -~ 
10 substantial ; *i r r - i * s u : r ■ . :\ dir.': the I c ■* ; e n t : t e t r ' : * • ; d 

a"? well ar th^ f.r.rerr ur-d tr arclv : r:rdu;t r^r. : •:- f - 
f ^* c t e d *" v *■ *~ ^ -* »- ■ ■ ~2 

By u?:r.g r - -* :it:?r.s havinc "h: _ jh°r 

ties, which cm/*"** h:u. Cf, .i within a rr:t*-rtrve r a 

^ 3 sue*;; <*>;t ra l rt s : . r.-il t r^3tr-"-r.t can be av:;:i~d ~ r ~ " lo*>t 
•••• - 

: substantially 1 ir ; n-itoi. Anether .;v =nt ^ c ? f . c *iek 

• ■ - 

• • r . u 1 j t* i r r. 5" r c * - • * ■ • * .= - • • o r» • ♦ ■ - ^ - — - • - • - » 

• • 

a ted . 

S 1 i e r a •: d p r .* z u c t s a * e net n : v e 1 : r. : r. e * : -. * r r. ~. 
cf skin eer. d 1 1 i er.s ar.d several active r;*r * ;r. h-* ,r n 
forr.ulated ;ntc sticks, ^tirk ccrrr ? ; t : rns , y 
f er rod to, are f erred Ircr errdibl-, ^ ; ^ 1 ; / 5 ; • ; 
waxy materials having a scli:i rensis* en^v. : : 




across the skin, such compositions an.* eroded and deposit 
a coating of their constituent material on the skin. Ge- 
nerally, stick compositions include mixtures of lipids 
and surfactants as carriers. 
5 A major drawback of those stick compositions used 

tcday f however, results from the fact that many drugs, at 
best, are only marginally soluble in their lipid based 
formulations and, therefore, must be incorporated into 
stick compositions as suspended solid particles. This, 

10 however, leads to several disadvantages, the most serious 
one being sedimentation cf the active ingredient during 
manufacture. The method used to manufacture stick compo- 
sitions involves heating, mixing, packing and cooling 
and, during the heating, r.ixing and cooling steps, the 

lb viscosity of the lipid mixture can be sufficiently low to 
allow the suspended active drua to -settle. The resulting 
sed iment a 1 i cn cf t he activ** in nredi^n * r ° ! u " 0 s *"h° ^ - ~ ^ _ 
ceneitv cf t h o c c s i t i cr. -in d can i? *" y o y * ♦ v- r-^^, 
from m e t i n i the star, .i a r i s r ° \z *j i r e d f r r h a rm a c u *" ; ~ a * 

20 products. 

^ o v o r a 1 s ? 1 u -t i ? n c t " t h e s ° i i r~ ° n * ■ i * i ~ r. i ~ r ~ b 1 r * ~ r a v ••* » 
b^en pr-rrrrei. f .r.c- a:^ L isod cr. mech in; .:a I measures, 
which inv:lv^ ro^Larly t.;:ni:.-: anv voss~-l us^-d t? accc- 
m^Hate t ne c ; r : :r;t;:r. r ^ ;t his s-'t, r; thit t 

2b drug part i >5 -i : ^ ma ; r.t i ; no i in a susrer. >?■ stat*-. 

hers inv-Ive *:x> :d:iit;;r. f t hicker. i r. ::■ a sent s t; ;::r 
t h i x c t r r r. i c c c - 
enabled rhr mi: 



reprcciuc: tic w s y. 

yAnr-th^r i . :* a ivan :a ae with topical f r-rmul it ions in 
general, and stick f crmulut iens in rarriculir, ;r th:> ; 
or bioavailability of the active dru. - : tc th*- nkin. FVr 
topical J : ma t o 1 eg i ca 1 f c rmu 1 a t i on s cc n* a ; n ; n -3 c i s : : 
teroides, bioavailability can be in the rrdor cf a f^w 
percent. Low bioavailability has many irp 1 i ^at ; : ns . ?:>. 
is that the effect of a drug can be variable an: n;n- 
reproducible, both at the site of appiicatirn an;i sv:*» 
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mically. Another is that, when conditions at the site cf 
application are favourable for the penetration cf a drug, 
systemic concentrations thereof can reach toxic levels, 

5 DESCRIPTION OF THE INVENTION 

The present invention relates tc a completely novel 
stick composition for biologically active agents, which 
may seen similar to the aforementioned lipid based stick 
products, but which is of a completely different structu- 

10 re and thereby possessed of completely different proper- 
ties as compared thereto. 

More specifically, stick compositions according to 
the present invention do not rely upon mechanical means 
to ensure uniform distribution of the biologically active 

15 agent. The active agent is distributed in a lipid carri- 
er, but not ir. a suspended or dispersed state as pre- 
viously practised but, rather, ir. a dissolved state. 
Ihus, it has unexpectedly been found that, in spite of 
the generally :::: sol^oility of the biologically active 

20 compounds rrevi;\:riy torrjlat^d ir. rtio-: compos i t i ~r. 5 , a 
more or less orrrlev i ; -lut i rn :i the biologically ao- 
tive arvr.t cm he :ta;r.*">: bv m^tr.s of th° ir r °s r. t inven- 
tion. 

& A t : r s t or; * - o t of insertion is to provide i 

- 5 position whioh contain." o : : 1 cgi cal ly aotive a>?r.t i r. a 

dissolved state. 

Another or ."ot ^ f invention is to rrcvide a -com- 

position whirr, possesses an enhanced stability a^air.st 

sediment-it : on f the active aser.t. 
3? -l?t ill ar. r or;r-ot of the invention is to rrvide 



• h omo aeneous o .* r : o s i t i o n s . 

*» 

One rth°r oo^eot of the invent! :n is to riovide "m- 

B * positions possessing an enhanced release rate f;r th^ ao- 

tive agent, i.e. improved bioavailability, especially lor 

••••• 35 use in dermatology. 

••• 

. Still another cbieot of the invention is t* :*r:v.:--- 

• • • 

compositions, the consistency cf whioh om he c;:.t: -;:**d 

• • • 



by means of the composition thereof, especially to ac- 
complish a composition to be administered via the skin. 

One other object of the invention is to provide a 
composition for use as a drug or medicament, especially 
for the treatment of dermatclogical conditions. 

Still another object of the invention is to provide 
a process for the preparation of compositions, especially 
stick compositions of the cype referred to above. 

Still other objects of the invention should be ob- 
vious to a person skilled in the art after having studied 
the following description of the invention. 

Thus, according to a first aspect of the present in- 
vention there is provided a composition comprising a bio- 
logically active agent dissolved in a carrier system, 
wherein the carrier system includes a solvent for the ac- 
tive agent and a stiffening agent for imparting a solid 
consistency to the composition. Preferably, the stiffe- 
ning agent is a viscosity enhancing ajent capable of 
imparting a scft znd ercdibie consistency to the composi- 
tion. 

It is preferred that compositions in accordance with 
the present invention are stick compositions as hereinbe- 
fore defined. 

3m 

By employing the present invention, it is possible 
to combine the a cod ens: vet eristics of a homogeneous so- 
lution with the good characteristics of a stick products, 
which combination has hitherto not been possible. 

.As the carrier system preferady comprises miscibie 
solvent and viscosity enhancing substances, compositions 
in accorda~.ee with the invention can form stable stick 
compositions without any substantial sedimentation of the 
biologically active agent. 

In an embodiment the solvent is chosen to be capable 
of dissolving the biologically active agent at a tempera- 
ture where significant decomposition of said agent is 
avoided. 
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Generally, the biologically active agent is any bio- 
logically active compound, or mixture of compounds, which 
can be dissolved to a substantial extent in the carrier 
system of the present invention. Typically, this means 
5 that the biologically active agent is a lipophilic, i.e. 
lipid soluble, compound. In this context the invention is 
of special interest in connection with drugs cr medical 
compounds but, of course, the inventive idea is applicab- 
le to any biologically active agent for which a stick 

10 formulation is appropriate. The term "biologically active 
agent" should be interpreted in a bread, conventional 
sense to mean an element, compound cr composition wnich, 
when present in an effective amount, will interact with 
1 iving organisms, preferably to elicit a therapeutic ef- 

15 feet. 

There are a large number cf agents falling within 
the aveve-ment irr.ed definitions and which can be formula- 
ted in ccrpcsiticr.s according to the invention. However, 
some specific examples include steroids, e.g. cortiooste- 
Z 1 rcids, vitamins, sex h:rmcr.es, ciclcgically active li- 
pids, fatty acids, antibiotics cr ant imicr rbials and 
local areste:ics. In this ::;.nect i cr. it should he noted 
tiat, as ;s crmm:n in t u . e art, the compounds can ire used 
per se ;r in the fern of s^lts or esters or other chemi- 
Z r , cally rrcifiec forms thereof. 

Sere exarples within the above-rent i oned groups 
include vitanrs A. II, Z, K and derivatives thereof, 

androgens, estrogens and derivatives tnereof, amide type 
•••• - cr ?l anesteti:? and ant m; crocials such as antivirals, 

2 3? ar.tiicacterialr , ant *pr iter cals and antif.ncals. further 

:•: : examples ircluce f luocmcnide, omega-3-f stty ac;d and 

\ls azelaic acic, and salts and esters thereof, cloretascl, 

: and salts and esters there: f, and bet aret hasone and salts 

••• 

ar.-i ester? thereof, particularly tetaretr.as :r.e- 1 ~- 
2h valerate. 

. ,\ Generally the solvent used is caparle :f dissolving 



Preferably, the solvent comprises an aliphatic compound 
including at least one -OO-group which can be present in 

0 

a -O0H or a -OO-C-group. In preferred embodiment 5, the 
solvent is an alkylene glycol having the general formulc 
R(OH):; a di- or poly-alkylene glycol having the general 
formula HOR(OR) n OROH; a C4-C3* (e.g. C 4 -Ci P ) aliphatic pri- 
mary alcohol; or a mixture of two or mere such compounds. 
In the foregoing formulae, each group R can be the same 
or different and is an alkyl, preferably a C;-C f alkyl 
group and n £ 0. Prefer r ed groups R are ethyl, propyl and 
butyl groups and the preferred glycols include propylene 
glycol, butylene glycol, dipropylene glycol and dibutyle- 
ne glycol. 

The preferred primary alcohols are those with carbon 
chains corresponding to fatty acids, Specific examples of 
such alcohols are lauryl alcohol, myristyl alcohol, pa 1 - 
mityl alcohol, r-tearyl alcohol and oleyi alcohol, ol^yl 
alcohol b^ina esperii]]y preforrod. 

Other examples ot suitable primary alcohols are ii- 
cinolyl alcohol, linclyi al^oh'U ard ! :n^!«^nyi alrrhcl. 

In oth^r embodiments the invention the sMv*:it 
cam be rninctoj (: >m lip; i "sters, v.ii 'M is fatty a -id as- 
ters and enters o{ soib,'- a«-i.i. Fxarpl.s <d Jatty a»*ids 
from which such <^r* m s •■*a;, b<^ derived i:,-*ludo lamp- 
acid, iryristic acii, pa'miM.- arid, ste.uic acid, 
acid, ricinol'M'- a id, 1;;;m:c acid and lin^l^nif a^id. 
The precursor alrohols at" pre'orably t h~ <: ; -C, -a 1 kan 1 s 
methanol, •'t.wl, propanol, butano] r pentan^l and h^xan-d 
vithveithor s*:a:aht or branched caibon chains. Kspe- 
cially p:e{.«ri-»d esters in this r^sp^'-t a:«» t.h*> pi*-pyl 
esters, inciudin-j the isopropyl *»st«-*s. 

Still furtner solvents usable in r.h^ invent i^n are 
the alkylene carbonates, e.g. ethylene, propyl enn *'*r 

butylene carbonate, preferably propylene r.n b -»na? o . 

The viscosity enhancinq agent should be <-h'\--^r: h 
that it is compatible with th*» solvont and r ^ ; l ;a? it ir- 



parts the desired viscosity or consistency thereto. Gen- 
erally this means that said viscosity enhancing agent is 
a waxy substance. 

In preferred embodiments of the invention said waxy 
substance is a natural or synthetic wax which is gener- 
ally defined as monoester of a long-chained (typically 
Cm-C 3 *, e.g. Cia-C;i) carboxylic acid with a long-chained 
(typically Cu-Cj*) aicchcl. in both cases the carbon 
chains, preferably, are unbranched aliphatic chains. 

In another embodiment the waxy substance is a fat 
and, preferably, a triglyceride of a C;q-C v fatty acid or 
a glycol (typically an alkylene glycol as herein before 
defined and comprising .?-6 carbon atoms) ester of a C 1P - 
C 36 latty acid. 

Combinations of said waxes and/or waxy substances 
may be employed and, in an especially preferred embodi- 
ment of the invention, the viscosity enhancinq aqent com- 
prises a combination of a natural and/or synthetic wax 
plus a triglyceride and/or a glycol ester, as defino.i 
above, and enables the carrier system s 1 h«v] ou i 01 1 prop- 
erties to he accurately tailored, for example, to achieve 
t. broad softening point. 

Other preferred waxes are paraffin wax rand cerasir." 

wax . 

In seme cases, the viscosity enhancina aaent, or 
waxy substnnce, can cause the composition to be too vis- 
cous. In accordance with the prevent invention this can 
be avoided by incoiooratinu into the carrier system ar. 
oil having the capacity to plasticine the viscosity en- 
handing acjent ar;J reduce the viscosity of the carrier 
system to a level that is suitable for the composition's 
intended purpose. Preferred pla-ticizinq oils include low. 
molecular weiqht aliphatic acids anj alcohols, specially 
with branched chains, e.g. fluid lanoline. 

When the inventive composition is for use as a me- 
dicament, it should hardiy need mentioning that all ri 
the above-identified ingredients, as w~ll as othe r C p- 



tional conventional furth r ingi clients, should be phar- 
maceutically acceptable and non-toxic when the composi- 
tion is used in the intended manner. 

The combination of solvent and viscosity enhancing 
agent in the carrier system should be selected in line 
with the principles given above such that a proper disso- 
lution rate, consistency and release rate are obtained. 
Generally this means that the amounts of the different 
ingredients could be decided experimentally using tech- 
niques well known to persons skilled in the art. However, 
in general the amount of solvent can be within che range 
of 10-85 % by weight, the amount of viscosity enhancing 
agent can be within the range of 15-90 % by weight and 
the amount of plasticizing oil can be within the range of 
0- 30 % by weight, based on the total weight of the car- 
rier system. 

Preferably the amount vf solvent is within the ra.*ge 
of 15-75, more preferably 20-50, percent by weight, while 
the amount of viscosity enhancing aqent is within the 
range of 15-55, more preferably 25-50, percent by weight 
and the amount cf plast icizrinq oil is within the range of 
0-30, more preferably 2-20, percent by weight. 

According to a second aspect cf the invention, the 
consistency of the competition can be adjusted such that 
instead of a waxy, solid composition a cream- or oint- 
ment-like composition is produced. Such compositions, 
also, enjoy the advantages referred to above concerning 
sedimentation and bioavailability. In preferred embodi- 
ments of this second aspect of the invention the amount 
of solvent is preferably within 'he range of 60-97. 5, 
more preferably 90-97, percent by weight, while the 
amount of the viscosity enhancing agent is preferably 
within the range of 2.5-40, more preferably 3-10, percent 
by weight, based on the total weight of the carrier sys- 
tem. 

Furthermore, it is possible to omit the viscosity 
enhancing agent from the composition. The bioavailability 



from such a composition is enhanced relative to known 
products in this field. 

The preferred composition according to this third 
aspect of the invention comprises 90-99-99, more prefera- 
bly 95-99.98, % by weight, of solvent, based on the total 
weight of the composition. However, che invention is not 
delimited to such high percentages of the solvent. Thus, 
for instance when the active agent is selected from the 
class of biologically active lipiJs, e.g. azelaic acid 
and omega-3-fatty acids, the amount of said active agent 
can be as high as up to 40* by weight, which in turn 
means that the amount of solvent can be 60-99,99% by 
weight . 

Other preferred embodiments of the creams, ointments 
and solutions in accordance with the second and third as- 
pects of the invention are similar to the preferred em- 
bodiments of the composition in accordance with the first 
aspect of the invention. 

The amount of the biologically active agent is of 
course dependent on the effect to be accomplished. Gener- 
ally, however, the upper lim^t will be the active agent's 
solubility limit in the carrier system, which can be up 
to 40 percent by weight or in some cases merely up to 10 
or even b percent by weiaht, in all cases calculated on 
the weight of the carrier system. Preferably the range 
thereof can be 0.01 - 10, especially 0.02 - 5, percent by 
weight, on the sar.e basis. The exact amount, however, is 
easily determined by a person skilled in the art with 
reference to the optimum or maximum effect it is wished 
to oStain. 

It is especially preferred that compositions accord- 
ing to the invention are for pharmaceutical or medical 
purposes. In this case, the biologically active agent can 
be a therapeutic or prophylactic agent of any kind. The 
other ingredients employed must be selected in accordance 
with the general principles applying to the formulation 
of medical or pharmaceutical compositions. 



In an especially preferred embodiment, the inventive 
composition comprises a m dicament for administration to 
the skin, or for dermal administration. In such a case a 
person skilled in the art will formulate the composition 
such that its viscosity will be proper for administration 
in that way and such that the release of the active com- 
pound will have the desired profile. 

Thus, from the above-mentioned it should be clear 
that stick compositions according to the present inven- 
tion are especially ^ell suited for the treatment of der- 
matological conditions. 

According to yet another aspect of the invention 
there is also provided a process for the preparation of 
compositions, preferably stick compositions, in accor- 
dance with the invention. Said process comprises dissolv- 
ing a biologically active agent in a solvent therefor, 
combining the resulting solution with a viscosity enhanc- 
ing agent so as to impart a solid consistency to said so- 
lution and shaping the resulting formulation into a 
stick. 

Preferably the active agent is dissolved in the sol- 
vent, or part thereof, and the. solution obtained is then 
added to a melted mass of the viscosity enhancing agent, • 
preferably while eeing stirred. When a homogeneous mass 
has been obtained, said mass, preferably after some cool- 
ing, can then be poured into a mould and allowed to cool 
and set in the desired shape. Proper temperatures in this 
respect are easi'y determined by a person skilled in the 
art., 

VTThe composition is physically stable below +50°C al- 
though softening of the structure may occur. The composi- 
tion should be capable of returning to its original vis- 
cosity after cooling to +30°C or lower. This may also be 
valid after heating to temperatures in excess of *S0°C 
After such heating followed by cooling to +30°C cr 
lower the composition will still be homogeneous. This is 
an advantage compared to stick formulations where the ac- 



tive drug is in solid form, i.e. suspended. In these com- 
positions the active drug will settle out at higher tem- 
peratures and form an unhomogeneous preparation. 



EXAMPLES 

The invention will now be exemplified further by 
means of the following non-limiting working examples. 
EXAMPLE 1 

A stick composition was prepared from the following 
ingredients: 

Ingredient % by weight 

Clobetasol propionate 0.05 
oleyl alcohol 35.6 
fluid lanoline 14.3 
paraffin wax 7. 1 

cerasine wax 5.4 
mixture of Ci 0 -C3t acid 
glycol esters 14.3 
mixture of C;e~C ? 6 acid 
triglycerides 10.7 
isopropyl palmitate 12.5 

The clobetasol propionate was dissolved in the oleyl 
alcohol. Separately the lanoline, paraffin wax, cerasine 
wax, glycol esters, triglycerides and the isopropyl 
palmitate were nixed together in a glass beaker. 

The mixture in the glass beaker was then heated to 
about 75°c and was allowed to melt while being stirred. 
The oleyl alcchcl and clobetasol propionate solution, 
also-.+ieated to +75°C f was then added thereto and the com- 
bination v.*as stirred for 10 minutes. 

After reducing the temperature to about 65°C the re- 
sulting composition was poured into a stick mould and al- 
lowed to cool and solidify. 

In penetration tests performed in a Franz-cell it 
was found that the active agent was released from the 
above-described stick composition at a considerably 
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higher rat , viz. 2-3 times high r, than from a commer- 
cial ointment. 

Franz-cells are disclosed in an article by Franz, 
T.J., Percutaneous absorbance. On the relevance of . 
5 J. Invest., Dermatol. 67, 190, 1975. Franz-cells are used 
to provide an in vitro method for determinating the pene- 
tration rate of a drug through a polymeric membrane or 
through a skin sample. 

10 EXAMPLE 2 

A stick composition was prepared in a manner similar 
to that of Example 1 with the following ingredients: 



Ingredient % by weight 

15 Fluocinonide 0.05 

oleyl alcohol 32.0 

propylene glycol 10.0 

fluid lanoline 12.9 

paraffin wax €.4 

20 cerasine wax '1.9 

mixture ot C;p-C 3 f acid 

glycol esters 12.9 

mixture of C;?-C}< acid 

~* triglycerides 9.6 

25 isopropyl palrr.itate 11.2 



In tests performed in a Franz-cell results were ob- 
tained which were similar to those of the stick prepared 
.IV in Example 1. 

\ ' 30 

:*: EXAMPLE 3 

• • • I ■ I III I I 

•"; An ointment was manufactured having the following 

•«• 

.•. composition: 
••• 

• ••• 
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Ingredient % by weight 
Clobetasol propionate 0.05 

oleyl alcohol 90.95 
mixture of Cie-Cse acid 
5 triglycerides 9.0 



The clobetasol propionate was dissolved in 30% of 
the oleyl alcohol. The remainder of the oleyl alcohol was 
heated to about 70°C and the mixture of triglycerides was 
10 added and allowed to melt while being stirred. The clobe- 
tasol propionate solution was then added and the resul- - 
ting formulation was cooled while being stirred. 

In tests performed in a Franz-cell the release rate 
of the active ingredient was about 3 times higher than 
15 that of commcercial ointments. 

In this context it can also be added that by varying 
the percentage of Ci 8 -C 3 6 acid triglycerides added to the 
oleyl alcchol ointments having varying viscosities can be 
obtained. 

20 

E XAMPLE 4 

A solution was manufactured by dissolving clobetasol 
propionate in oleyl alcohol in the following proportions: 

25 Ingredient % by weight 

clcbetasol propionate 0.05 
oleyl alcchol 99.95 
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When tested in a Franz-cell, the release rate of the 
active ingredient from this solution was found to be 
about 3 times higher than that of a commercial product. 



CLAIMS 

1. A composition comprising a biologically active 
agent dissolved in a carrier system, wherein the carrier 
system includes a solvent for the active agent and a 
stiffening agent for imparting a solid consistency to the 
composition . 

2. A composition as claimed in claim 1, wherein the 
stiffening agent is a viscosity enhancing agent capable 
of imparting a soft and erodible consistency to the com- 
position. 

3. A composition as claimed in claim 1 or claim 2, 
wherein the active agent is able to remain dissolved in 
the carrier system when the composition has a solid con- 
sistency. 

4. A conpositicn as claimed in any. of claims 1-3, 
wherein the active agent is able to remain dissolved in 
the carrier system when the composition has a fluid con- 
sistency. 

5. A composition as claimed in any of the preceding 
claims, wherein tne solvent is capable of. dissolving the 
biologically active agent at a temperature where signifi- 
cant deccmposit icn of said agent is avoided, 

6. A composition as claimed in any one of the precc- 
d-#ng clarms, wherein the biologically active agent is> a 
lipophilic compound, preferably a lipophilic drug. 

7. A "composition as claimed in claim 6, wherein the 
biologically active compound is selected from steroids, 
including corticosteroids, sex hormones, including andro 
gens'" and estrogens and derivatives thereof, vitamins, 
including vitamins A, D2, D3, E, K and derivatives there 
of, biologically active " lipids, fatty acids, antibiotics 
and antimicrobials, including antivirals, antibacterials 
antiprotozoals and antifungals, and local ^nostetics, 
preferably of the amide type. 

8. A composition. as claimed in claim 7, wherein the 
biologically active compound is selected from fluocinoni 
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de, omega-3-fatty acid and azelaic acid and salts and 
ters ther of. 

9. A composition as claimed in claim 7, wherein the 
biologically active compound is clobetasoi or a salt or 

5 an eter thereof, preferably clobetasoi propionate. 

10. A composition as claimed in any of the preceding 
claims, wherein the solvent comprises an aliphatic compo- 
und including at least one -OO-group, 

0 

If preferably in a -C-OH or a -C-OOgroup. 

11. A composition as claimed in claim 10, wherein 
the solvent comprises an alkylene glycol having the gene- 
ral formula R(OH):, where R is an alkyl group; a di- or 
poly-alkylene glycol having the general formula HOR(OR) n 

15 OROH where each group R is the same or different and is 
an alkyl group, and n £ 0; a C— C 3 t (preferably C 4 -C:p) 
aliphatic primary alcohol; or a mixture of two or more 
such compounds. 

12. A composition as rlaimed in claim 11, wherein 
20 each group F is a C;-C< alkyl group. 

13. A composition as claimed in claim 12, wherein 
the solvent comprises propylene glycol, butylene glycol, 
dipropylene glycol and/rr dibutylene glycol. 

1*5. A cor. position as claimed in claim 11, wherein 
25 the solvent comprises myr:."tyl alcohol, palmityl alcohol, 
oleyl alcuhol, stearyl alcrhol or lauryl alcohol, prefe- 
rably oleyl alcohol. 

1*5. A composition as claimed in any ere of the pre- 
ceding claims, wherein the solvent comprises a C : -C, nlky- 
30 lene-^arbonate , preferably propylene carbonate. 

16. A composition as claimed in any one o,f the pre- 
ceding claims, wherein the solvent comprises a C : -C. - 
alkanol ester of a fatty acid and/or a C;-C. -a 1 kanol ester 
of sorbic acid. 
3*> 17. A composition as claimed in c*aim 16, wv.eiein 

the solvent comprises propyl (incl. iscprcpyH myristatc. 
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palmitate, ol ate, stearate and/or laurate, and/or the 
propyl (incl. isopropyl) ester of sorbic acid. 

18. A composition as claimed in any one of the pre- 
ceding claims, wherein the viscosity enhancing agent is a 
waxy substance* 

19. A composition as claimed in claim 18, wherein 
the waxy substance comprises a natural and/or synthetic 
wax, preferably a monoester of a long-chained carboxylic 
acid with a long-chained alcohol; a fat, preferably a 
triglyceride of a Ci 8 -C 3 6 f<?tty acid; a glycol ester of a 
Cie-C36 fatty acid; or a mixcure of two or more such com- 
pounds. 

20. A composition as claimed in claim 19, wherein 
the waxy substance comprises a combination of a natural 
or synthetic wax and a triglyceride and/or a glycol es- 
ter. 

21. A composition as claimed in any one of the pre- 
ceding claims, wherein the carrier system also comprises 
an oil capable of plasticizing the viscosity enhancing 
agent and reducing the viscosity of the carrier system. 

22. A composition as claimed in claim 21, wherein 
the plasticizing oil is selected from lew molecular 
weight aliphatic acids and alcohols, preferably having 
branched chains, and preferably is fluid lane inc. 

23. A composition as claimed in any one of the pre- 
ceding claims, wherein the amount of solvent is 

within the range of 10-85 v by weight, the amount of 
viscosity enhancing agent is within the range of 
15-90 * by weight and the amount oi plasticizing oil is 
within the range of 0-30 * by weight, based on the total- 
weight of the carrier system. 

24. A composition as claimed in claim 23, wherein 
the amount of solvent is within the range of 15-75, pre- 
ferably 20-50, * by weight, the amount of viscosity en- 
hancing agent is within the range of 15-55, preferably 
25-50, % by weight and the amount of plasticizinq cil is 
within the range of 0-30, preferably 2-20, * by weight. 



25. A composition as claimed in any on- of the pre- 
ceding claims, wherein the biologically active cgent is 
present in a concentration of up tc the solubility Unit 
thereof in the carrier system. 

26. A composition as claimed in any one cf the pre- 
ceding claims, wherein the concentration cf tr.v biologi- 
cally active agent is 0, 01-10, preferably 0,02-r. % by 
weight, based on the weight of the carrier system. 

27. A composition as claimed in any of the preceding 
claims, wherein said composition is a stick exposition. 

26. A biologically active composition ir. the form of 
a solution, comprising a biologically active -nt dis- 
solved in a solvent as defined in any one or .aims 10- 
17. 

29. A composition as claimed in claim > wherein 
the amount of said solvent is. within the ran- of 60- 
99.99, preferably 90-??. ??, more preferably •■•:-??.??, * 
by weight, based on the total weight of the composition. 

30. A composition as claimed in any one of claims 2P 
or 29, where ir. the biologically active aoer.t is as defi- 
ned in any one cf claims 6-?. 

31. f. composition comprising a biologically activ* 
aoent dissolved in a carrier system, wherein the carrier 
system, includes a solvent for the active agent and a 
stiffening, a sent for imparting a cream cr ointment con- 
sistency to the composition. 

32. A composition as claimed m claim. ?:. wherein 
the., stiffening agent is a viscosity enhancing agent. 

.. 33. A composition as claimed in claim ?1 cr cla : - 
32, -"where in the active agent is ah le to rerair. dissolves 
in the carrier system, when the composition has an oint- 
ment cr cream consistency. 

3-i. A composition as claimed in any cr.e of claims 
31-33, wherein the active agent is able to remain dissol- 
ved in the carrier system when the composition has a 
fluid consistency. 

35. A composition as claimed in any one of claims 




31-34, wh r in the amount cf solvent is within the range 
of 60-97.5, preferably 90-97, % by weight, the amount of 
viscosity enhancing agent is within the range of 2.b-40. 
preferably 3-10, % by weight, based on the total weight 
of the carrier system. 

36. A composition as claimed in any one of claims 

31- 35, wherein the biologically active agent is as defi- 
ned in any one of claims 6-9. 

37. A composition as claimed in any one of claims 

32- 36, wherein the solvent is as defined in any one of 
claims 10-17 and the viscosity enhancing agent is as de- 
fined in any one of claims 18-20. 

38. A composition as claimed in claim 27 further 
comprising a plasticizing oil as defined in cither cf 

claims 21 or 22. 

39. A composition, as .-1 aimed in any or." of the re- 
ceding claims for use as a medicament, said biologically 
active agent being a therapeutically or rrophylaot 1 1 V 
act i vo aa^nt , 

4 0. A composition as .-laim-d in claim J*, tor topi- 
cal application to t h- rkiu ol a mammal, especially nan, 
wherein th- composition h ,s a viscosity that is adapt M 
for such application. 

■* 41. I're of a - -cmp t- : ' ; -:i as claimed in any <<t t h«- 
precedina -laimr to, • t : opa: at ion of a medicament 1-m 
therapeutic ox pr ' I hy 1 a •! : ■ - treatment, of ,|.- , r.at o 1 oa i • 1 
condi t i on . 

o-,,i-o.i :Il claim 41, wlwin t ho rorr.po- 
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sit ion is as ol .ir»vi in any on- of claims 
, 0 . I'i*. A pre -ops ir>r th- , ropaia' of a biol-n-aHy 

active compos ; ? ; as rla:red in any -f i a : r-- . 1 -2 • . 
comprising dissolving the Hoioiioil ly a- t iV- .ii-nt it. •» 
solvent therefor, cctnbinim the result in-i s-lWi -n wi'h a 
viscosity enhancing agent so as to impart a s-.lid e^nr-is- 
35 tency to said solution and shaping the resul t ing romp.^s i - 
tion into a desired form. . ' 

44: A composition as claimed in any of the r ,e ; oi ;M ,, 



claim, "her in the biologically active compound is 
m thasone, or a salt or ester th r of, preferably b 
me thasone-17 -valerate. 
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ABSTRACT 



A biologically active stick composition comprising 
biologically active agent dissolved in a carrier system 
thut comprises a solvent for said biologically active 
agent and - stiffening ag.nt therefor, said stiffening 
agent imparting stick consistency to the composition 

The composition can be prepared by dissolving the 
active agent in the solvent, combining the solution with 
the stiirening agent and shaping the formulation into a 
stick. 

The composition is especially intended for uso as 
medicament, preferably in the treatment of dermatologica 1 
conditions. 

The cc-n*-esition can also be prepared as a solution 
if omitting the stit tenir.g agent or «s a cream or *n 
Ointment by reducing the amount of «..id stiffening .gent 
outstanding bioavailability properties being obtainod a- 

so in tr.cic cases. 



